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In the Ciairos 

Please amend the Claims as follows: 

i <\\)tbtira\sii) \ methoti Un enhancfou the soIubiHsation of ai ieavt one pioteinaceuii'^ 
matromoSccuie m a bioioga-al -iamplc \s5tnv)iit inducing substantial acid hNdioHsss of said 
pioteinaceousi maciomolecule, <.aid method conipjfsji^g mbub.Mnig the hioiogical sample m a 
solubiiisation reagent at a pH between aboi$t pH 1 .0 and about pH 6.0. 

2. (Withdrawn) The method according to claim i, wherein the solubilisation reagent has a pH of 
between about pH 1 -0 and about pH 6. 0. 

3. (Withdrawn) The method according to claim i , wherein the bioiogica! sample is incubated in 
a solubilisation reagent at a pH of between about pH 2 to about pH 5. 

4. ( Wit)jdrawii) fhe metliod according io claim 1 , wherein the bioiogical sample is incubated in 
a solubilisation reagent at a p.H of between about pH 3 to about pH 4, 

5. (Withdrawn) The method according to claim 1 , wherein the biological sample is incubated in 
a solubilisation reagent at a pH of between about pH 2 to about pH 3. 

6. (Withdrawn) The method according to claim i , wherein the proteinaceous macromolecuie is 
solubilised in the presence of an aqueous acidic reagent selected from the group consisting of an 
organic acid solution, inorganic acid solution, acidic buffer, amino acid solution or a mixture 
tliereof 

7. (W'ithdrawti) The method according to claitn 6, wherein the organic acid is selected from the 
group consisting of an ascoilsic acid, carboxylic acid and polycarboxylic acid, or a derivative or 
mixture thereof 

8. (Withdrawn) The method according to claim 7,. wherein the carboxyiic acid is selected from 
the group consisting of fortnic acid, acetic acid, propionic acid, butj-ric acid, valeric acid, and 
benzoic acid^ or a derivative or mixture thereof 

9. (Withdrawn) The method according to claim 7, wherein the polycarboxylic acid is selected 
from the group consisting of oxaHc acid and citric acid or a derivative or mixture thereof 
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10. (Withdrawn) The method according to claim 6, wherein the inorganic acid is selected from 
the group consisting of phosphoric acid, and ortiiophosphorit; acid or a derivative or mixture 
thereof. 

11. (Withdrawn) The method of claim 6, wherein the acidic buffer comprises acitrophospho 
buffer. 

12. (Withdrawn) The method of claim 1 wherein the solubiHsation reagent compri ses a 

chaotropic agent. 

13. (Withdrawn) The metliod of claim 1 wherein the solubiHsation reagent comprises a 
detergent. 

14. (Withdrawn) The method according to claim 1 wherein the biological sampie is subjected to 
a physical or chemical means to dasmpt the biological sample. 

1 5. (Withdrawn) The method according to claim 1, further comprising recovering the at least 

one solubilised proteinaceous macronioSecuIe 

16. (Withdrawn) The method according to claim 15, wherein the solubilized proteinaceous 
macromolecule is recovered by performing a process comprising precipitating the at least one 

solubi! i sed macromol ecul e. 

17. (Withdrawn) The method according lo claim \, wherein the soUibili^ed proteinaceous 
macromolecule is recovered by performing a process comprising precipitating and resuspending 
the protein precipitate, 

18. (WithdrawTj) The method according to claim 1 further comprising reducing and alkylating 
the resuspended protein precipitate. 

19. (Currently amended) A method of solubiltsing at least one proteitiaceous macromolecule m 

prnteinae^eotm^meroftielect^ev^^ the method comprising: 

(i) tbiTiiing a mixture compnsing a bulfcr., a chaotropic avjont dud a s-ubiet^tmg-tli e 
biological saiTiple coinpnsmg at jeMQ^g^i^^^ t0-a-physi<5al-of 
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jpres^Kse -ot- a-feagent at a pH between about pB 1 ,0 and pH TLt-e tfeei^by -solyfeifee-at -kast -Giie 
pfeteH?ac*M;>ifs iH.-jcftHnoktjyk* in i!veh4t4(>gka4 sanipl-e; and 

(n) dtsiuptuiL' the bioloatca! sajnple in tbe presence of t^^^^ 
ai^ent, at apH between ahoutpin U and about pH 6.0 ■fe#6FmH:^et>fr-0f-ffl<M'-epfeeesses 
s e l e c te d t\ {h^ pmp cm^imag ot-: 

{a>reeov«fjng the soliifeilked pfoiemaceeus raiac-ronwkeule by-pej4«»^Htf%a pf-^«ss-«©i^ap»^si*i§ 
p^eeiprtatmg^^^e w iiwse pjoteuts in ihe exttact at (t) l0tlw'rel>y f>F«eipita5:e at least tte 
s o i ubiU s ^ pt>teiiiaoeou !> macwmo le cul e and r e sii iy p endi ti g t he pre^ 

re s aspead e d"prot e i«a6 e 6ii & ma6mm<>i e eu.l fe al(HX^^^ 

{6-)-safe5ee-taftg-jhes0bMlk-edpf6temaee0«smaeTO^^^^ 
protemag e oitS"maeremo le citle - iU"(iiXa)er - th e r e du^^ 

f e se t ¥ e "the"pFet & ia66 e ous - ma<?romol e eul e fFeai<?th e r -- i^^ 
sample andtheB - idenfafyiftg - the - fese i vedprot 

20-23 (CaKceied). 

24. (Withdrawn) A kit for enhancing solubilisation of a proteinaceous niacromolecule a 
bioiogical sample without inducing substantial acid hydrolysis of said proteinaceous 
macromoiecule, the kit comprising a solubilisation reagent to soiubilise at least one 
fnacromolecule in a biological sanjple, wherein the soiubiHsation reagent has a pH of about pi:] 1 
to about pH 6 and optionaHy comprising directions to soiubiiise and/or recover a macromoiecule 
in a bioiogical sample, and/or directions to resolve a macromoiecule in a bioiogical sample. 

25. (Withdrawn) A proteinaceous macromoiecule solubilised by the .method according to claim 
I. 

26. (Withdrawn) Use of an acidic reagent having a pH of about pH I to about pH 6 in the 
preparation of an solubtlisation reagent solution for use in solubiHsing a proteinaceous 
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macfomolecule from a bioiogica! sanipie, without itiducing substantial acid hydrolysis of said 
proteinaceous macrotnolecule, 

27. (New) A method of solubiHsing at least one proteinaceous macromolecule comprised by a 
biological sample in accordance with ciaini 19, whei'ein the dssnipting the bioSogicai sanipie is 
selected from the group consisting of etizymatically lysing the sample, grinding the sample, 
cooiing the sample in liquid nitrogen, glass bead beating the sample, incubati ttg tlie sample in 

toliiene, sonicating the sample, and a combinati oTi thereof. 

28. (New) A method of sohtbilising at least one proteinaceous macromolecule comprised by a 
biological sample in accordance with claim 19, wherein the disrupting the biological sample 
comprises sonicating the sample. 

29. (New) .A method of solubilising at least one proteinaceous macromolecule comprised by a 
biological sampie in accordance with claim 19, wherein the pH is between about pH 2 and pH 5. 

30. (New) A method of solubilising at least one proteinaceous macromolecule comprised by a 
bioiogica! sample in accordance with claim 19, wherein tlie buffer comprises an acid selected 
from the group consisting of ascorbic acid, benzoic acid, formic acid, acetic acid, propionic acid, 
butyric acid, valeric acid, an amino acid, citric acid, ascorbic acid, orthophosphoric acid and a 
combination thereof. 

31. (New) A method of solubilising at least one proteinaceous macromolecule comprised by a 
bioiogica! sample in accordance with claim 19, wherein the chaotropic agent is selected from the 

group consisting of urea, thiourea, and a mixture thereof 

32. (New) .4 method of vSolubilisirxg at least orje proteirxaceous macromolecule conjprised by a 
biological sample in accordance with claim 19, further compiising adding a detergent to the 

mixture. 

33. (New) A method of soiubiitsing at least oi^e p!<.uei;nK-eou.s macromolecule comprised by a 
bioSogica! sajnple in accordance with claim 32, wherein the detergent is selected from the group 
consisting of 3-{4-heptyl) phenyl 3 -hydroxy propyl dimethyl amminio propane sulfoflate (C7BzO) 
and tetradecanoylamido propyl dimethyl ammonio propane sulfonate (ASB 14). 
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34, (New) A method of solubilising at least one proteinaceous macfomolecule comprised by a 
biological sample in accordance with claim 19, fuitlier comprising reducing the at least one 
proteinaceous macromolecule, wherein the reducitig comprises contacting the at least one 
proteinaceous macromolecule with a reducing agent selected from the group consisting of 
dithiothreitol (DTT), tri-n~butyiphosphine (IBP), beta-mercaptoethanol, iodoacetannde, and a 
mixture thereof. 

35, (New) A method of solubilising at least one proteinaceous macromolecule comprised by a 
biologica! sample in accordance with claim 36, further comprising alkylating the at least one 

proteinaceoits macromolecule, wherein the alkylating comprises contacting the at least one 
proteinaceous nmcromoiecule with an alkylating agent selected from the group consisting of 
iodoacetamide, vinyl pyridine, acrylamide, iodoacetic acid and a mixture thereof 

36, New) A method of solubilising at least one proteinaceous macromolecule comprised by a 
biological sample in accordance with claim 19, wherein the solubilising occurs without 
substantial acid-induced hydrolysis of the at least one proteinaceous macromolecule. 

37, (New) A method of forming an extract of a biological sample comprising at least one 
proteinaceous macromolecule, the metltod comprising: 

solubilising at least one proteinaceous macromolecule comprised by a biolo^cal sample 
in accordance with the method of claim 19; and 

precipitating the at least one proteinaceous macromolecule to form a precipitate. 

3S. (New) A metiiod of forming an extract in accordance with claim 37 wherein the precipitating 
comprises adding to the mixture a precipitating agent selected from the group consisting of 
ammonium sulfate, polyethylene glycol (PEG) and an organic solvent selected from the group 
consisting of methanol, acetone and a mixture thereof 

39. (New) A method of forming an extract in accordance witli claim 38, further comprising 

resuspending the precipitate, 

40 (Ne\s) \ method offonrjru a,-~ o\:ui>,: uf accoidance \v!t!i claun whcitin thc 
iCsuspciKltfig the piccipUalc cumpnse!> resuspending the ptccipJtfUe in <in cvtr action solution, 
wherein the extraction solutn>n is selected from the group consistmg of an orgamc acid buffer, an 
inorganic acid buffer, an amino acid solution, and a mixture thereof 
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41 . (New) A method of forming aii extract in accordance with claim 40, wherein the extraction 
solution is Ml acidic aqueous solvent having a pH of about pH 1 .0 to about pH 6,0, 

42. (New) A method of forming an extract in accordance with claitn 40, wherein the extraction 
solution has a pH of about 7,0. 

43. (New) A method of fanning an extract in accordance with claim 40, wherein tlie extraction 
solution has an alkaline pl l 

44. (New) A method of forming an extract in accordaiice with claim 40, wherein the extraction 
solution has a pH of 10,4, 

45. (Ne w) .A method of forming an extract in accordance with claim 39, further comprising 
reducing the at least one proteinaceoiis raacronioleciiie, wlierein the reducing comprises 
contacting the at least one protcinaceous macromolecule with a reducing agent selected fiom. the 
group consisting of dithiothreitol (DTT), tri-n-but>'lphosphine (IBP), beta-mercaptoetlianol, 
iodoacetamide, and a mixture thereof 

46. (New) A method of forming an extract in accordance with claim 45, further comprising 
alkylating the at least one proteioaceous macromoiecule, wherein the alkylating comprises 
contacting the at least one proteinaceous macromolecule with an alkylating agent selected from 
the group consisting of iodoacetamide, vinyl pyridine, acrylamide, iodoacetic acid and a mixture 
thereof 

47. (New) A method of forming an extract in accordance with claim 19, wherein the disrupting 
comprises incubating the mixture, 

4S, (New) A method of solubiiising at least one proteinaceous macromolecule comprised by a 
biological sample, the method comprising: 

(i) forming a mixture comprising a biological sample comprising at least one 
proteinaceous macromolecule, a bufTer and a detergent selected from the group consisting of a 
cationic detergent, an anionic detergent and a non-ionic detergent, at a pH between about pH 1 .0 
and pH 7; and 

(ii) disrupting the biological sample in the presence of the buffer and the detergent, at a 
pH between about pH 1.0 and pH 7. 
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49. (New) A method in accordance with claim 48, whereiti the pH is between about pH 2 to 

about pH 5. 

50. (New) A method in accordance with claim 48, wherein the detergent is selected from the 
group consisting of 3-(4-heptyr) phenyl 3 -hydroxy propyl dimethyi amminio propane siiifonate 
(CTBzO), and tetmdecaiioylamido propyl dimethyl animonio propane sulfonate (ASB 14). 

5 1 . (New) A method in accordance with claim 48, wherein the mixture further comprises a 
chaotropic agent. 
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